Unusual or unexpected effect of treatment Background:
Background
Balloon-occluded retrograde transvenous obliteration (BRTO) is used to treat gastric fundal varices and refractory encephalopathy associated with portosystemic shunts (PSSs) [1] [2] [3] . Several studies have demonstrated that BRTO, when used for PSS occlusion, reduces collateral venous flow and increases portal venous blood flow, thereby improving the hepatic functional reserve and long-term patient outcomes [4] [5] [6] . However, the procedure can result in severe complications, such as ascites and aggravation of esophageal varices, and hepatic function deterioration due to elevated portal venous pressure following major shunt occlusion, leading to worse prognosis postoperatively. In general, BRTO is thought to be a high-risk treatment for patients with decompensated liver cirrhosis, especially those classified as Child-Pugh class C.
In our previous study, we demonstrated that PSS obliteration might reduce both the Child-Pugh and Model for End-Stage Liver Disease-Sodium (MELD-Na) scores to a much greater extent in patients with hepatic encephalopathy than in those with gastric varices. This outcome is attributed to the much more striking changes in portal-splenic vein hemodynamics following shunt occlusion in the former patient group [7] . We additionally reported that a pretreatment liver stiffness (LS) of <21.6 kPa on transient elastography might predict reductions in MELD-Na scores and improvements in vital prognosis after PSS occlusion by BRTO in patients with portal hypertension [8] .
In this report, we describe our experience with a woman who presented with hepatitis C virus-related decompensated liver cirrhosis with refractory encephalopathy. She underwent BRTO based on our original evidence. 
Case Report
A woman in her late 60s, who had achieved a sustained viral response after the eradication of hepatitis C virus by interferon therapy 10 years ago, had received treatment for liver cirrhosis at another hospital. She had a 4-year history of multiple hospital admissions for hepatic encephalopathy. Her medical regimen to control encephalopathy included maximally tolerated daily lactulose/lactitol and branched chain amino acid drug administration with an add-on of selective intestinal decontamination using rifaximin. She had never taken psychoactive substances that may have induced hepatic encephalopathy such as benzodiazepines, anticholinergics, and opiates. She was referred for liver transplantation but refused this option. Subsequently, she was referred to our department for a second opinion. Table 1 presents her blood biochemical examination results at admission. Her condition was extremely serious, with a Child-Pugh score of 11, MELD-Na score of 16, and blood ammonia concentration of 199 µg/dL. Contrast-enhanced computed tomography ( Figure 1 ) revealed significant atrophy of the liver (434.7 cm 3 ), severe constriction of the portal vein (6.2 mm), and severe dilation of the splenic vein (14.2 mm), together with the development of a giant splenorenal shunt (20.1 mm). Her LS was 21.5 kPa, and her condition was not expected to improve with pharmacotherapy. Therefore, after a sufficient explanation of the surgical procedures that included potential postprocedural complications, consent was obtained from the patient and her family, and BRTO was then scheduled with the aim of improving both the intractable encephalopathy and hepatic function and prolonging her vital prognosis.
Prior to treatment, the balloon occlusion test was applied to estimate the elevation of portal venous pressure following the BRTO procedure. Balloon occlusion induced an increase in the wedged hepatic venous pressure from 15.8 to 22.1 mmHg and an increase in the hepatic venous pressure gradient from 11.4 to 17.3 mmHg. Subsequently, BRTO was performed using 7 mL of 5% ethanolamine oleate with iopamidol. Figure 2 presents Our previous study demonstrated that patients with encephalopathy showed more dramatic hemodynamic changes in the portal-splenic venous system following shunt occlusion compared with those with gastric varices, leading to more significant reductions in both the Child-Pugh and MELD-Na scores in the former patient group [7] . In addition, we previously reported that transient elastography provides a useful measure of LS that can predict improvements in the MELD-Na score post-BRTO [8] . Accordingly, we encourage the use of preprocedural LS to predict the postprocedural hepatic function and long-term outcomes of portal hypertension patients undergoing BRTO. In reference to other similar studies, we previously stated that an LS value of approximately 21-23 kPa might represent a "point of no return" in relation to the post-procedural recovery of hepatic function and extension of vital prognosis in patients with advanced chronic liver disease [10, 11] . In other words, liver failure can be considered a reversible pathology controllable by PSS occlusion in cases mainly attributable to the advanced development of PSSs, as in our case with a low LS, rather than hepatic parenchymal cell dysfunction. This is supported by the intact hepatocyte theory [12, 13] . Importantly, in this case, Child-Pugh classification was converted from C to A by PSS occlusion only. There were no severe complications due to elevated portal venous pressure following BRTO during the follow-up period and her medication use was reduced from 8 drugs to 3 with uneventful postoperative progress during this time. Overall, this case indicates the clinical benefit of BRTO, not only on patients' clinical outcomes, but also on economy of medical supplies. Consistent with the concept of "portal-systemic encephalopathy" as proposed by Sherlock et al. [14] , we herein propose a novel concept, "portal-systemic liver failure," to describe liver failure with a non-stiff liver and giant PSSs, as seen in the present case. As shown in Table 2 and Figure 3 , the post-PSS occlusion clinical courses of patients with a low and high LS differed significantly, despite the application of technically similar BRTO procedures for functionally similar decompensated cirrhosis and anatomically similar shunt formations. This observation indicates that liver failure was reversible in the former case but irreversible in the latter case.
We further note that an increased LS at 1 month postoperatively may reflect an enlarged liver due to an increased portal flow volume after BRTO. In our case, however, this value began to decrease after 1 month postoperatively, although the portal venous blood flow and liver volume leveled out. The concurrent marked reductions in various fibrosis markers, including the 7S domain of type IV collagen and Mac-2 binding protein glycosylation isomer, suggests that the BRTO-mediated correction of the portal-splenic vein hemodynamics also improved the hepatic fibrosis. Based on previous reports [15, 16] , we speculate that the shear stress-induced release of nitric oxides into hepatic circulation, a consequence of increased portal flow volume after BRTO, might not only contribute to a reduction in hepatic fibrosis but might also induce liver regeneration.
This case study verifies findings from our previous studies demonstrating clinical benefit of BRTO in improving hepatic function and outcomes in patients with a low LS measured by transient elastography and with procedural indication of encephalopathy. To the best of our knowledge, this is the first report specifically to evaluate the effectiveness of PSS occlusion on hepatic fibrosis in addition to hepatic functional reserve in patients with decompensated liver cirrhosis undergoing BRTO. However, the study's limitation of data being derived from only one case should be considered when interpreting the results. In our future work, we aim to clarify this mechanism during the post-treatment clinical course. Finally, in addition to the present case, much larger and longer prospective cohort studies are necessary to validate our previous retrospective studies.
Conclusions
BRTO could potentially prolong the prognosis of patients with "portal-systemic liver failure" by improving the hepatic reserve and fibrosis. Thus, this technique may serve as a bridging therapy prior to liver transplantation or as an alternative to transplantation for cases of liver failure with low LS and refractory encephalopathy, similar to the present case.
